the authors, data from participants who were not ascertained by the Iranian MS Society were lacking. The authors were aware of the limitation but indicated that this limitation did not interfere with the assessment of trend data, which was the main object of this survey.
Leaving aside issues of strengths and limitations, the study again demonstrates that prevalence and incidence of MS have been increasing in recent decades. However, the question is whether this increase in worldwide prevalence is real. There are currently some doubts. The increased availability of magnetic resonance imaging and, therefore, improved detection of MS may explain a perceived increase in incidence rates [14] . Likewise, the increase in prevalence may be due to an improved probability of survival [15] . Indeed, the increase in prevalence and incidence of this disease is not a universal fact. For instance, in the population of Olmsted County, Minn., USA, whose registry depends on the Mayo Clinic, the prevalence and incidence rates of MS appear to have been stable rather than increasing over the past 20 years, after age and gender adjustment to a common population. By contrast, very detailed studies suggest that this increase is real, particularly in females [16, 17] .
The question is why this increase may be occurring. The etiology of MS is complex and likely involves multiple genes and their interactions with environmental factors. Although an increasing body of evidence suggests that this disease is mediated by an autoimmune reaction among susceptible people to a widespread pathogen (Epstein-Barr virus? Candida species?) [18, 19] that is ubiquitous in the developed world, none of the current hypotheses on the etiology of MS are completely convincing [12] . Vitamin D production in the skin during sun exposure may potentially explain the increased prevalence of MS at higher latitudes, but this does not explain the overall increase in incidence [20] . The hygiene hypothesis has also generated a large number of studies [21] . What seems clear is that recent reports suggest that the latitude gradient could be disappearing and that the female-to-male ratio among patients with MS has increased in the past decades [22] .
In the search for the cause of MS, epidemiology is essential. Valuable clues to the etiology may be derived from the epidemiological features of the disease, and the subsequent search for risk factors in analytical studies. Knowledge of the epidemiology of MS is therefore necessary in creating etiological hypotheses, since only hypotheses consistent with the epidemiological profile deserve careful testing.
Multiple sclerosis (MS) is one of the most common causes of disability among young people [1, 2] . An outright cure for the disease still remains elusive, leaving both patients and their caregivers with the challenge of living with a chronic medical condition that affects their health-related quality of life [3] [4] [5] [6] [7] [8] [9] [10] [11] . It is therefore imperative to focus research efforts on the search for the etiology of this disease and, hence, epidemiological studies are essential.
The epidemiology of MS has always been fascinating. Yet data over recent years have challenged the traditional view that there is a north-to-south gradient in the occurrence of this disease in the northern hemisphere and a south-to-north gradient in the southern hemisphere, with MS being much less common in people living near the equator [1] . An increase in the prevalence and incidence of this disease has been observed in Europe, the Mediterranean Basin and, possibly, worldwide [1, 12] . In the present issue of Neuroepidemiology, Elhami et al. [13] have reinforced this message. These authors examined the 20-year incidence trend and point prevalence of MS in Tehran Province, Iran. Data on patients with a diagnosis of definite MS were obtained from the Iranian MS Society. The most interesting observations were that the age-and sex-adjusted incidence rates increased significantly from 0.68/100,000 (1989) to a peak of 5.68/100,000 (years 2005 and 2006), reflecting an 8.3-fold rise during that period. Further, the age-adjusted prevalence was 50.57/100,000 (females: 77.24 and males: 25.54) [13] . The results of this study are of special interest. Aside from the fact that no other incidence studies of MS have been conducted in Tehran, the results suggest that this geographical region is currently a high-risk area for MS, since the incidence has increased markedly over the last 20 years [13] .
The study had several strengths, including the large sample size, the design and the well thought-out approach to the statisti
